At the level of the whole organism, we assessed the cells (increase of 1.7-fold Ϯ 0.3-fold, Figure 2D ). These effect of disrupting the PxxP:SH3 interaction in C. elegans results suggested that the SH3 domain of CDM proteins gonadal distal-tip cell (DTC) migration. During C. elegans has a negative regulatory role with regard to the Dockerdevelopment, the distal-tip cell migrates in a stereotypidomain-mediated Rac activation and that the removal cal U-shaped pattern to define the shape of the adult of such inhibition may be required for the optimal activahermaphrodite gonad. In worms with null mutations in tion of this family of proteins.
. A similar result was seen [18] . Similarly, ELMO interaction with Dock2 contributed with another CDM family member, Dock2 (Table 1) . Taken together, these data suggested that the SH3:Docker interaction via binding to the Dock180 SH3 Dock-SH3:ELMO-PxxP interaction is functionally reledomain ( Figure 3A) . Consistent with this model, coexvant in vitro and in vivo and that a requirement for this pression of ELMO reduced the amount of Dock1-161 interaction is evolutionarily conserved. that coprecipitated with the Docker domain ( Figure 3B,  lanes 1 and 3) . In contrast, the Dock1-161:Docker interaction was not reduced by an ELMO mutant that lacks
The Region Adjacent to the SH3 Domain Also Affects the GEF Activity of Dock180 the PxxP motif (lanes 1 and 5) . Similarly, the binding of the Docker domain to the Dock1-161 (W45A) mutant
The regulation of the basal activity of Dock180 by its N-terminal region was also supported by another set of was not reduced by coexpression of ELMO (lanes 2 and 4). The Dock180 SH3 domain did not appear to observations. In Drosophila Myoblast city, a single point mutation within the region adjacent to its SH3 domain simultaneously bind the Docker domain and ELMO because no detectable ELMO coprecipitated with the SH3 (corresponding to G171E mutation in Dock180; Figure  S5 ) resulted in dorsal-closure and myoblast-fusion dedomain bound to the Docker domain (data not shown). Furthermore, the I32K mutation within the SH3 domain fects comparable to those of Mbc null alleles [9] . Inter- estingly, G171E mutation within Dock180 resulted in an ELMO ( Figure 1B) . These combined effects might explain the severe phenotypes associated with this mutaapproximately 50% reduction in the basal in vitro GEF activity ( Figure 3D, curves d and e) . This G171E mutation tion in Drosophila. When tested in CED-5-deficient worms, the Dock (G171E) mutant was completely defecalso disrupted the second interaction of Dock180 with tive in rescuing the DTC-migration defect, and in fact it the regulation of GEF activity of several CDM family members, and this model has implications for multiple enhanced the DTC mismigration (Table 1) . Taken together, these data suggest that the SH3 domain and its biological processes. adjoining region critically regulate the GEF activity of 
